wo 01/93680 


PCT/USO 1/1 7480 


11 


Pharmaceutical compositions of the preseat invention can be used in the form of 
a solid, a solution, an emulsion, a dispersion, a micelle, a liposome, and the like, 
wherein the resulting composition contains one or more of the conjugates of the present 
5 invention, as an active ingredient, in admixture with an organic or inorganic carrier or 
excipient suitable for enteral or parenteral applications. Invention conjugates may be 
compounded, for example, with the usual non-toxic, pharmaceutically acceptable 
carriers for tablets, pellets, c^sules, si5)positories, solutions, emulsions, suspensions, 
and any other form suitable for use. The carriers which can be used include glucose, 

1 0 lactose, gum acacia, gelatin, mannitol, starch paste, magnesium tiisilicate, talc, com 
starch, keratin, colloidal siUca, potato starch, urea, medium chain length triglycerides, 
dextrans, and other carriers suitable for use in manufacturing preparations, in solid, 
seioisohd, or liquid form. In addition auxiliary, stabilizing, thickening and coloring 
agents and perfumes may be used. Invention conjugate is included in the 

1 5 phannaceutical composition in an amount sufiBcient to produce the desired effect upon 
the process or disease conditioiL 

Pharmaceutical compositions containing invention conjugate may be in a form 
suitable for oral use, for example, as tablets, troches, lozaiges, aqueous or oily 
2 0 . suspensions, dispersible powders or granules, omulsions, hard or soft capsules, or syrups 
or elixirs. Compositions intended for oral use may be prepared according to any method 
known to the art for the manufacture of pharmaceutical compositions and such 
compositions may contain one or more agents selected from the group consistiag of a 
sweetening agent such as sucrose, lactose, or saccharin, flavoring agents such as 

2 5 peppennint, oil of wintergreen or cheny, coloring agents and preserving agents in order 

to provide pharmaceutically elegant and palatable preparations. Tablets containing 
inventon conjugate in admixture with non-toxic pharmaceutically accqjtable excipients 
may also be manufactured by known methods. The excipients used may be, for 
example, (1) inert diluents such as calcium carbonate, lactose, calcium phosphate or 

3 0 sodium phosphate; (2) granulating and disintegrating agents such as com starch, potato 

starch or alginic acid; (3) binding agents such as gum tragacanth, com starch, gelatin or 
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acacia, and (4) lubricating agents such as magnesium stearate, stearic acid or talc. The 
tablets may be uncoated or they may be coated by known techniques to delay 
disintegration and absorption in the gastrointestinal tract and thereby provide a sustained 
action over a longer period. For example, a time delay mataial such as glyceryl 
5 monostearate or glyceryl distearate may be employed. They may also be coated by the 
techniques described in the U.S. Pat Nos. 4^256,108; 4,160,452; and 4,265,874, to form 
osmotic therapeutic tablets for controlled release. 

In some cases, formulations for oral use may be in the form of hard gelatin 
1 0 capsules wherein invention conjugate is mixed with an inert soUd diluent, for example, 
calcium carbonate, calcium phosphate or kaoliiL They may also be in the form of soft 
gelatin capsules wherein invention conjugate is mixed with water or an oil medium, for 
example, peanut oil, liquid paraffin, or oUve oil. 

1 5 The pharmaceutical compositions may be in the form of a sterile injectable 

suspension. This suspension may be formulated according to known methods using 
suitable dispersmg or wetting agents and suspending agents. The sterile injectable 
preparation may also be a sterile injectable solution or suspension in a non-toxic 
parenterally-acceptable diluent or solvent, for example, as a solution in 1,3-butanediol. 

2 0 Sterile, fixed oils are conventionally employed as a solvent or suspending medium. For 
this purpose any bland fixed oil may be employed including synthetic mono- or 
diglycerides, fatty acids (including oleic acid), naturally occurring vegetable oils like 
sesame oil, coconut oil, peanut oil, cottonseed oil, etc., or synthetic fatty vehicles hke 
ethyl oleate or the hke. Buffers, preservatives, antioxidants, and the like can be 

2 5 incorporated as required. 

Conjugates contemplated for use in the practice of the present invention may 
also be administered in the form of suppositories for rectal administration of the drug. 
These compositions may be prepared by mixing invention conjugate with a suitable 

3 0 non-irritating excipient, such as cocoa butter, synthetic glycmde esters of polyethylene 

glycols, which are solid at ordinary temperatures, but liquiiy and/or dissolve in the rectal 


